
November 4, 1999

BY TELECOPY: (301) 827-6870

Dockecs Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers-Lane
Room 1061
Rockville, Maryland

Re:

20852

180-Day Generic Drug Exclusivity For
Abbreviated New Drug Application=
Docket NO. 85N’-O214

Ladies and Gentlemen:

On behalf of the Private Label Manufacturers Assoclarion

(“PLMA”) , I am Writing co comment on che proposed rules (“proposed

amendment s“) regarding che 180-Day Generic Drug Exclusivity for

A.bbrevia~ed New Drug Applications (“180-Day Exclusivity Rule”) ,

64 Fed. Reg.

consider our

proceeding.

42s73 (August 6, 1999) , PLMA requests chat you

comments and include rhem in the formal record of the

PLMA is a major trade association representing over 3,200

companies which are involved in the manufacture and distribution of

private label or s~ore brand produces, i.e,, items sold under the

retailer’s or wholesaler’s brand name in drug chains, supermarkets

and mass merchand~sers throughout the United States. Store brand

products Include: over-the-coun~er drugs, health and beauty care

369Lexmgmn Avenue,New York,New York10017 Telephone(212)972-3131Fax(2I2)983-I382



NOV-04-9908:45PM FRUM-LAWOFFICE220E 42 NYC 212~726307 T-4B5 P.03/lz F-619

Dockers Management Branch
Food and Drug Administration
November 4, 1999
Page -2-

i~ems, packaged and processed foods, beverages, snacks, household

cleaners, outd~or and leisure products, auto aftercare and a wide

range of other general merchandi~e. Many of PLMA’s members are

also involved in the manufacture of private label or generic

pharmaceutical products, including both prescription and over-the-

counrer products.

For ~he fifty-two (52) week period ending December 31,

1998, store brands accounted for $2.9 billion in drug chain sales

and 13.4% of drug chain unir sales. At supermarkets, store brands

accounzed for $35.4 billion in sales and 19.9% of unit sales. With

respect to mass merchandiser, F5Lore brands accounred for

$5.o billion in sales and 11.8% of unir sales (PLM.A’s 1999 Private

Label Yearbook; statistics compiled by Information Resources,

Inc,), Overall, privare label accounts for over $43 billion in

annual sales at U.S. drug chains, supermarke~s, and mass merchan-

disers combined -- approxima~ely one our of every five products

sold is a store brand.

From che consumer’s poin~ of view, store brands and

generics represent substan~ial =avings for products of comparable

or superior quality and performance to the leading national brands.

Typical of che savings thaz consumers enjoyed in 1997 were $423

n
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million for vitamins and $339 million for disposable diapers.

purchasers of score brandb saved some $15.8 billion in drug chains,

supermarkets, and mas5 merchandisers in 1997 (PLMA’s 1998 PrlvaKe

Label Yearbook) .

PLMA suppor~s rhe Food and Drug Administration’e (l’FDA1l)

attemprs co clarify the 180-day generic drug exclusivity provisions

of the Federal Food, Drug and Cosmetic Act (r’Acr”) and the existing

eligibility requirements for abbreviated new drug appl~.carions

(‘IPJVDA”). PLMA also supports many of che FDA’s proposed amendments

believing that, for the mosr part, the proposed amendments clarify

the existing rules and m~re fully align the existing rules with

Congress’ intent in enacting the Act.

PLMA, however, is concerned that several of che proposed

amendments a= draf’ced will not permit the prompt entry of generic

drug produces inro the market and will impair compecicion in the

generic drug indus~ry. PLMA therefore submits the following

~bservacions and recommendations wirh respect to che proposed

amendments:
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1. Onlv The First Amlicar!t Is Eliqible

PLMA is unable to supporz rhe proposed amendmenr which

clearly scate~ ~hat only the firs~ applicant to file an ANDA wi~h

a paragraph IV certification i~ encicled to the 180-day period of

exclusivity, regardless of circumstances and regardles= of whe~her

the first applicant’s ANDA is determined tQ be “substantially

complete” (see infra Seccion II)

Thi6 proposed amendment permits the filing of an

incomplete application in order to block subsequent filers of ANDAs

with paragraph Iv certification from obtaining exclueiviry. For

example, uncler ~he proposed amendments, if the first f~led

applicant musr conduc~ a new bioequivalence s~udy co obtain

approval of the ANDA, the application will not be considered to be

“substantially complete” and the first filed applicant w1ll not be

eligible for exclusivity. Thereafter, no o~her applicanc with a

paragraph IV certification will be eligible for exclusivity for

Khat drug product. Sim$larly, ir is conceivable that a manufactur-

er will deliberately file an incomplete application in order co

prevent another generic manufacturer from ob~aining a lao-day

exclusivity period. This may result in abuse of the sYstem and

thwart Congre6s’ intentior. to create an incencive for proper pa~enc

challenges co open up the generic drug market- The proposed
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amendrnent should be revi&ed co discourage the filing of incomplete

applications . A subsequent applicant which files a “~ubstantially

complete” ANDA with a paragraph IV certification should noc be

precluded from receiving 180-day exclusivity simply because che

first filed applicanc filed, deliberately or otherwise, an

inadequate application.

PLMA recognizes that by permitting a subsequent filer of

an MDA with paragraph IV certification co be entitled to

exclusivity, rhe proposed amendment may furrher delay entry inro

the market for generic drug product6. As a result, PLMA suggests

that IIrolling exclusivity” or the granting of exclusl~~ity to a

later applicant that files a substantially complete ANDA with a

paragraph IV cert~ficarion should be permirted to receive exclusiv-

ity only upon the flrsr filed application being found by the FDA

not to be “substantially complete. ”

PLM.A would like to propose an alternative ro che “first

co file” entitlement to exclusivi~y. While nor discussed in rhe

proposed amendments, PLMA requests Lhat the FDA consider a rule

which would award exclueivicy based on the first ~ prnve~ IUWA with

paragraph IV certification. Not only would this encourage

applicants to file ANDAs with paragraph IV cerrlfications, buc it
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would also encourage applicants co expedite ~he FDA’B approval

proce=s by providing all required ir+forma~ion in a timely fashion.

By adopting a rule based on application approval, later filed

applicants will not be prejudiced by first filed applications which

are not “substantially complete” or are ~therwise defective-

II. The ANJ2A Must Be “Subszantlallv ComP\ eteil

PLMA ~upporrs Khe position that the ANDA must be

substantially complece in order LO entitle the manufacturer to

exclusivity. However, PLMA is concerned that the term ‘substant-

ially complete” is not adequately defined in Khe proposed

amendments. The FDA bhould ensure thar th$s term is given a clear

and concise definition so as to eliminate confusion and argument

concerning whether an application is, in fact, “substantially

complece. “

Moreover, a determination by the FDA as co whether an

ANDA is substantially complete should be made at che time of the

application’s filing. This w1ll preven~ arbitrary amendments co an

otherwise incomplete application in order co make the application

~’substantially complere” after irs filing.

●
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111. NultiPle Patents For The Same Druq

PLMA supports che propo~ed amendment which states that if

there are multiple paEent6 for a listed drug, the applicant

submitting Che firsr ANDA with a paragraph IV certification co any

of the listed patents will be the only applicanc eligible for

exclusivity for that drug. PLMAr S support for this proposed

amendment stems from che fact that this proposed amendment will

promote early entry into che generic drug marke~. As noted by the

FDA, che granting of mul~iple exclusivi.ties could further foreclose

che market, preventing ~he entry of generic drugs into the market.

This result should not be permitted and che proposed amendment

correccly permits exclusivity only to ~he applican= submit~ing the

first paragraph IV certification.

Iv. First Applicant Not Eligible For Exclusivity
If Stied And Loses Lawsuit

pL~ supports an express prohibition against awarding

exclusivity to Ehe first applicant tha~ files a substantially

complete ANDA with a paragraph Iv certification if ~har applicant

is sued by the parent holder and loses the litigation. PLMA also

supports the FDA’s inrerpreta~ion of rhe statute thar if the first

applican~ is ineligible for exclusivity because it was sued by the

patent holder and lost, then no applican~ would be elig:ible for
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exclusivity. This interpretation encourages earlY ~ntrY of qeneric

drugs and increases competition in the generic drug indusrry-1

v. Shared Exclusivity For Multiple ANDA
AuPlicarions Filed On The Same Pav

PLMA is unable to support che propo~ed amendment chat all

applicants filing ANDAs containing paragraph IV cer~ifications for

a particular drug produce chat are received on Khe same day will be

eligible for exclusivity if no other ANDA with a paragraph IV

certification for the drug produc~ has been previously filed. PLMA

believes that a better rule is rha~ if a true exclusivity cannot be

awarded co an identified firsr filer ~hen no exclusivity should be

awarded to any applicant when more than one AN’DA is recei~~ed on che

same day. This rule is consistence with Congress’ in~enc and

increases competition in ~he generic drug industry.

PLMA also believes that a one day rime period for

determining whether multiple applications were filed “6imulcaneous-

lyIT is too short and that che FDA should designate a

period, i.e., ten (10) or twenty (20) days from che

longer time

dare of the

2 Contrary to che situation discussed suprq in Sec~ion 14
this scenario is not open to abu~e~ by aPPlicanc~ ~ee~ing ‘nly ‘o
prevent others from obraining exclu6iviry. Accordingly, there 1S
no need for an excepcion allowing for rolling exclusivity in this
instance.

*
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first filing, co determine whether there has been a filing of

mul~iple applications.

It $s our understanding rhac the purpose of the 180-day

exclusivity period is to encou~age generic manufacturers to srep

forward, our of the crowd, and challenge existlmg patents. “I’he

fact that one man.ufaccurer steps forward only a day or two before

ano~her manufacturer should not entitle the first mantifaccurer to

exclusivity to Ehe complete exclusion of the second manufacturer.

Therefore, if several manufacturers =tep forward simultaneously, no

one manufacturer

discussed above,

seriously hinder

should be encicled to exclusivity. Moreover, as

multiple exclusivitie= are inefficient and may

compe~itlon. Accordingly, to the extent rhac

multiple applica~ions are f~led, no applicant ehould be entitled to

exclusivity.

VI . Lenqth Of Tri~~ erinq period

pLMA supports the FDA’s suggestion of an alternative,

shor~er triggering period of six~y (60) days. The purpose of the

triggering period is to prevent delay and promo~e early en~zy into

the generic drug market. Therefore, PLMA supports che shortest

effeccive ~riggering period in all situations.

a
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PLM.A welcomes a furure opportunity to comment on specific

language establishing an abbreviated triggering period.

vII. Prompt APP roval And. M arketinq

PLMA disagrees with che FDA’s proposed deletion of the

requirement that the first filed applicant must acrively pursue

approval of iKs ANDA, or rhe agency may immediately approve any

subsequent AIJDA eligible for final approval. The present require-

ment is necessary to prevent abu~e by a firsr applicant which

subtnirs its application solely in order to prevent another

appllcanc from ob~aining exclusivity and which has no intention of

pursuing FDA approval of its application.

VIII. Waiver C)f Exclusivity

PLMA supports ~he FDA’s position that ~he first filed

applicant should be entitled to waive its righ~ to exclusivity-

However, as wricren, the proposed amendment only permits waiver

during the exclusivity period. PLMA doe6 not see a reason LO

distinguish between the exclusivity period and the trigger period.

The first applicanc should be entitled to waive exclusivity ac any

rime after receipt of such exclus~vity.

.
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In sum, while PLM13 supports the FDA’s incen~ to clarify

the current regulations, it is rhe opinion of PLMA that the currenr

language of several of the proposed amendments will not accomplish

rhe FDA’s goals. In fact, PLMA fears that the Act, coupled with

the proposed amendments, will inadvertently result in a le6s

compecirlve industry wrough~ with manipulation and delay .

Accordingly, PLMA requests Khar the FDA revise Ehe proposed

amendments to address the issues outlined herein.

Thank you for considering our concern5 with respect co

the proposed amendmen~s.

Respectfully yours,

+

‘lLQaJ&3h.

Brian Sharoff
president

*
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Re: Docket No. 85N-02 14; Proposed Rule entitled” 180-Day Generic Drug
Exclusivity for Abbreviated New Drug Applications,” 64 Fed. Reg. 42,873 (August
6, 1999)

Dear Sir or Madam:

These comments on the above-referenced rule are being submitted on behalf of
clients who hold approved Abbreviated New Drug Applications (ANDAs) and who are
entitled to 180 days of exclusivity under section 505(’j)(5)(B)(iv) of the Federal Food, Drug,
and Cosmetic Act (FDC Act). These comments are limited strictly to the Food and Drug
Administration’s (FDA’s) Proposed Implementation Plan (PIP) for the proposed rule. In
submitting these limited comments on only one aspect of the proposed rule, we are not
conceding that FDA has the statutory authority to revise its existing regulations as
proposed.

The PIP reads as follows:

The agency proposes that any final rule based on this proposal take
effect 30 days after its publication in the Federal Register. The
agency proposes to apply the provisions of any final rule to ANDA’s

(q/
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64 Fed. Reg.

pending as of the effective date and to ANDA’s that are submitted
after that date.

at 42882.

Assuming that a “pending” ANDA is one that has been submitted to FDA but has not yet
been approved, the PIP fails to address an issue of critical importance. How will the
revised regulation apply to ANDAs that are pending or submitted after the effective date of
the final rule when another approved ANDA has already qualified for 180 days of
exclusivity prior to the effective date of the final rule? It is our position that any final rule
should not affect the exclusivity of an ANDA that was approved prior to the effective date
of the rule. FDA should make clear in the final rule that the rule will not affect the 180-day
exclusivity of an ANDA approved prior to the effective date of the rule. Any other
decision by FDA would violate the general principle that regulations are not to be given
retroactive effect and would result in an unconstitutional taking of property in violation of
the Fifth Amendment to the Constitution.

The following discussion illustrates our concern in greater detail. Assume that
Company A is the first applicant to submit an ANDA with a paragraph IV certification for
a reference listed drug. Assume fbrther that Company A’s ANDA is approved prior to the
effective date of any final rule published as a result of this proposal. Under the statute as
well as FDA’s implementing regulations, Company A is entitled to exclusivity that runs for
a period of 180 days and can be triggered by the earlier of two events. The first possible
trigger is Company A’s first commercial marketing of the drug. 1 Exclusivity would run for
180 days from that date, The second trigger is the final decision of a court holding that the
patent that was the subject of Company A’s paragraph IV certification is invalid,
unenforceable, or not infringed.2 As before, exclusivity would run for 180 days from that
date.

The proposed rule would add “triggering periods” for ANDAs pending as of or
submitted after the effective date. Although the proposed rule purports to apply only to
ANDAs submitted after, or pending on, the effective date of the final rule, it is not clear if
FDA envisions that the proposed triggering periods are intended to apply to ANDAs that
were approved prior to the effective date. For example, if Company A’s first-filed ANDA
were approved and entitled to exclusivity prior to the effective date, and Company B‘s

1 21 U.S.C. $ 355(’j)(5)(B)(iv)(I); 21 C.F.R. $ 314.107(c)(l)(i).

2 21 U.S.C. Q355(j)(5)(B)(iv)(II); 21 C.F.R. $314.10.
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subsequent ANDA gained tentative approval ailer the effective date of the final rule, and
no other obstacle lay in its path to the market other than the first ANDAs exclusivity,
would the proposed triggering period of 180 days be applicable?3 If so, Company A would
have 180 days to market its product. If it did so, it would enjoy 180 days of exclusivity
from the first day of commercial marketing.4 If Company A did not proceed to market
within the 180-day triggering period, it would lose its exclusivity.5 Such a result would
irreparably injure ANDA applicants that are contractually bound not to market their
generic products as a consequence of a settlement of a patent infringement lawsuit.

Under the statute, an ANDA applicant who is sued for patent infringement can settle
that lawsuit with the innovator by agreeing not to market its generic product for a specified
period of time. While FDA may not like this result, these companies – both generic and
innovator – have entered into these settlement agreements with a clear understanding of the
rules that apply to 180-day exclusivity. We are concerned that 180-day exclusivity,
granted before the final rule is effective – in fact, before the proposed rule was published –
can be triggered under the proposed rule’s terms if a subsequent ANDA, filed or pending
after the effective date, receives tentative approval. We ask that the agency clarify its
position on first-filed ANDAs approved prior to the effective date of the rule, and that FDA
preserve the exclusivity in accordance with the two statutory triggers in section
505 Q)(5) (B)(iv) of the FDC Act. If Iefl unaddressed, this ambiguity as to the treatment of
exclusivity granted before the proposed rule and its implementation may result in a
regulation that operates retroactively without properly delegated authority, as well as in an
unconstitutional regulatory taking.

I. Con~ress did not dele~ate to the Secrets ry the authoritv to enact retroactive
re~ulations with rezard to ANDAs

It is a general principle of statutory and regulatory interpretation that a law is not
retroactive without express congressional intents and a regulation is not to be applied
retroactively unless Congress gave an agency explicit authority to do S0.7 The FDC Act

3 64 Fed. Reg. at 42886 (proposed $3 14.107(c)(5)(i)(A)).

4
~.

5 64 Fed. Reg. at 42886 (proposed $3 14.107(c)(5)(ii)).

6
& Landmaf v. USI Film Products, 511 U.S. 244 (1994).

7
& Bowen v. Georgetown University Hospital, 488 U.S. 209 (1988).
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does not contain any grant of retroactive rulemaking authority. Nowhere in Congress’
delegation of authority is there any mention of retroactivity. Unless expressed otherwise
by Congress, its delegation of agency authority to promulgate regulations is strictly
prospective.8

Georgetown merits discussion because of its clear application to this situation. In
that case, the Secretary promulgated retroactive Medicare regulations to set cost limits for
government reimbursement of health care service providers based on 42 U.S.C. Q
1395x(v)(1)(A), which reads as follows:

Such regulations shall . . . (ii) provide for the making of suitable
retroactive corrective adjustments where, for a movider of services
for any fiscal period, the aggregate reimbursement produced by the
methods of determining costs proves to be either inadequate or
excessive. (emphasis added).

Despite the use of the word “retroactive” in the statute, the court found that the law did not
confer the authority upon the Secretary to promulgate retroactive regulations. It held,
instead, that “a statutory grant of legislative rulemaking authority will not, as a general
matter, be understood to encompass the power to promulgate retroactive rules unless that
power is conveyed by Congress in express terms.”9

Although the express terms of the statute seemed to indicate retroactive authority,
the court held that the statute “directs the Secretary to establish a procedure for making
case-by-case adjustments to reimbursement payments,” rather than promulgating
retroactive regulations that applied to all health care service providers. 10 The court referred
to the wording of the statute, specifically the phrase “for a provider” and the word
“adjustment.”* 1 The phrase “for a provider” indicated that each provider was to be
considered individually for its reimbursement adjustment. 12 Use of the word “adjustment”

8
@.

9 Georgetown, 488 U.S. at 208.

10 Georgetown, 488 U.S. at 209

11 42 U.S.C. $ 1395x(v)(l)(A)(ii).

12 Georgetown, 488 U.S. at 210.
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rather than the word “regulation” fhrther proved to the court that Congress had not
contemplated delegation of retroactive rulemaking authority in this statute. 13 The court
held that the sentence in which the word “retroactive” appeared indicated a delegation of
retroactive adjustment authority only in the case of individual providers, rather than in the
context of a rulemaking that would apply to all providers. *4

Applying Georgetown to the present situation, it is impossible to find retroactive
regulatory authority under the statutory provisions cited by FDA as the authority to
promulgate this regulation. *5 Therefore, there is no question of statutory construction,
being that Congress included absolutely no retroactive language in any part of the statutory
provisions cited by FDA.

Justice Scalia’s concurring opinion in Georgetown offers a more compelling view
on retroactive rulemaking authority. He holds that the Administrative Procedure Act lb,
(APA), in its definition of “rule,” does not allow retroactive effect, no matter how
reasonable the retroactive effect might be. 17 A rule is strictly prospective in nature, given
the inclusion in its definition of the words “future effect.”18 Allowing retroactive
rulemaking would “make a mockery . . . of the APA.”19

The PIP, as written, does not address the proposed rule’s effect on first-filed
ANDAs that were approved prior to the rule’s effective date. FDA states only that the final
rule will apply to ANDAs pending as of or submitted after the effective date. FDA does
not state clearly whether it intends to apply the rule in a way that would permit ANDAs

13

14

15

16

17

18

19

~.

See Id.

FDA cited as authority for these regulations: 21 U.S.C. $$321,331,351,352,353,
355,371,374, 379e. Only $371 expressly grants FDA rulemaking power and that
provision says nothing about retroactivity.

5 U.S.C. $$551 etseq.

& Georgetown, 488 U.S. at 220, Scalia, J. concurring.

~.

~. at 225, quoting the holding of the lower court in this case, the District of
Columbia Circuit Court, 261 U.S. App. D.C. 262,270.



Dockets Management Branch (FIFA - 305)
November 4, 1999
Page 6

HYMAN, PHELPS 5 MCNAMARA, P.C.

that are filed after or pending on the effective date of the final rule to be used to begin a
triggering period for an ANDA that was approved before the effective date. If it is FDA’s
intention to apply the triggering period provision in this manner, that construction would
not be within the agency’s delegated authority, because the rule would operate retroactively
beyond the scope of Congress’s delegation. FDA should therefore clarify the PIP to make
clear that the final rule will not be construed to affect ANDAs whose exclusivity was
granted under the current regulatory scheme.

II. A retroactive implementation of this rule could amount to an
unconstitutional taking

Generic and innovator drug manufacturers have been involved in numerous lawsuits
resulting fi-om paragraph IV certifications. Many of these lawsuits have been settled based
on the innovators’ and generics’ knowledge of the requirements for 180-day exclusivity set
out in the statute and current FDA regulations and policies. The retroactive application of
the proposed rule on 180-day exclusivity would impose a significant burden on innovators
and generics that have entered into settlement agreements based on their rights to
exclusivity and the timing thereof. A change in those rights could allow subsequent
ANDAs to enter the market, depriving many first-filed ANDA holders of their exclusivity.
Losing that exclusivity would result in significant uncompensated monetary losses to the
first-filed ANDA holders. The Fifth Amendment to the Constitution forbids the taking of
private property for public use without just compensation. Those losses would thus
amount to an unconstitutional taking under the Fifth Amendment.

Case law shows that regulatory takings are judged upon “the character of the
governmental action, its economic impact, and its interference with reasonable investment-
backed expectations.”2° The last factor, “reasonable investment-backed expectations,”
formed the crux of the holding in Ruckelshaus. The court held that the plaintiff could not
have reasonably expected the loss of private intellectual property resulting from a change
in regulations.21 In the same manner, generics and innovators have “reasonable
investment-backed expectations” that their patent litigation settlements would not be
abrogated by a retroactive change in FDA’s regulations.22 ANDA applicants could not

20 Ruckelshaus v. Monsanto, 467 U.S. 986, 1005 (1984), quoting PruneYard Shopping
Center v. Robins, 447 U. S., at 83.

21 Ruckelshaus, 467 U.S. 986, 1010-11.

22 FDA notes, in the proposed rule’s preamble, that it has been regulating “directly
from the statute when making exclusivity decisions on a case-by-case basis.” 64
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have forecast the proposed rule on 180-day exclusivity and its significant changes to
market exclusivity when they settled conflicts with innovator companies. They could not
have known about the prospect that subsequent ANDAs might trigger their exclusivity
while they are bound by settlement agreements with innovators not to go to the market.

The Supreme Court refined its opinion in Ruckelshaus in two later cases. In Nollan
v. California Coastal Commission, the court requires an “essential nexus” between the
condition imposed by the government and the legitimate government interest advanced.23
In Dolan v. Ci@ of TiRard, the court requires a “rough proportionality” between the
government’s legitimate purpose and the method in which it goes about achieving that
purpose.24

Following this framework of analysis, an “essential nexus” arguably exists between
FDA’s legitimate government interest in regulating ANDA exclusivity and the rule it has
proposed. But, if it operates retroactively, that rule would impose a disproportionate
burden on ANDA holders who have not gone to the market under the current regulatory
scheme. That burden would result in significant losses to private corporations, losses for
which the Fifth Amendment requires just compensation from the government. In order to
avoid that liability, FDA should implement the new rule with regard to 180-day exclusivity
prospectively, allowing current ANDA holders to proceed to market under the regulatory
status that was in place at the time their ANDAs were approved.

III. Conclusion

On its face, the implementation of the proposed rule seems clear – it applies only to
those ANDAs that are pending as of, or submitted after, the effective date. But FDA must
address the effect that a subsequent ANDA, pending or filed after the rule takes effect, has

Fed. Reg. 42873,42874. Regulating iiom the statute in this manner, FDA should
only have used the two triggers for exclusivity that Congress provided – the first
commercial marketing of the drug or the final decision of a court that the patent is
invalid, unenforceable, or uninfringed. 21 U.S.C. $ 355(j)(5) (B)(iv). ANDA
holders have relied upon those statutory triggers as the only possible triggers for
their exclusivity to run. They could not have forecast so great a deviation from the
statute and change in their rights as that contained in the proposed rule.

23 483 U.S. 825,837 (1987).

24 512 U.S. 374,391 (1994).
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on a prior ANDA applicant that is entitled to 180-day exclusivity. FDA regulations should
protect the first-filed ANDAs that have been granted exclusivity under the current
regulatory scheme against having that exclusivity triggered by subsequent ANDAs. The
PIP should be amended to achieve this goal:

The agency proposes that any final rule based on this proposal take
effect 30 days after its publication in the Federal Register. The
agency proposes to apply the provisions of any final rule to ANDAs
pending as of or submitted afier the effective date. The provisions of
the final rule will not affect the 180-day exclusivity period of any
ANDAs approved prior to the effective date.

FDA should clarify this exception to the proposed rule, or else its regulation may operate
retroactively, outside of the scope of the agency’s authority. The effect of this retroactive
operation may result in unconstitutional takings from ANDA holders who have not yet
proceeded to market.
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